The ;ip|>H^;siU skse^ slot ssn^nd h> thi-«v «>r an} ^^me?sdmes>t.^ ;%^n5?)d*5n subjcc? 
r!Kj??fr <jf Sh*: olissrsw a- <jrs5>h>alh fskU m- liUev proNcnted, and resort ^■^ tlw sidn u> pur^sjc 



description, becau-ie ihe application is noi considered to pK)vide ^lescrmii^c ^^ppon ksr -he 
niensiruai cycle/' Please noie ihat j-ejected claims sO-15 are canceled. 



rsr'^:v.-iu>j:cn -nix ps-.'jxjrask^r -ind.-'or „i c si-bincd oral c^^^!=raoi.'p^!^ pscp Jiuts^'n "Jiinnji 5he iuteal 
of wnuen descnpison, ss therefore -respectfally requested. 

As ssoied above. Use secrsosi of siep of claissi i which specifies administering a 
> ' ^a I: o .V ■"■'■^ ei ! V 't i V ► V ^0^1 >J>" Hin' I ! 0 !dU . 

phase of the menstrusl cycle prior lo the pj-eceding menstnjal cycle" is deteted. Wkhdrawai of 
the rejectio?^ of pe^sding claims L 4-9. and ^6-25 under 35 U.S.C, §i 12, secotsd psragmph, Ibr 
indelH^iisness. tnes~eiore s'espectsofsy s-eqoested. 

35 U.S.C. guBCa; 

A. Claims 1.4. 5, 7. 10, 11, 16. iH. and 21-25 a?-e rejecied under 35 U,S.C. vJiCBia) as being 
anpaSeiiUihk' its ^:ov^ I Vihcrtxsiir!-! s-i pi'!"! ,>r Albano vi j] i i'-^'sdi Eigs.1 ei :d > = or 
v> ^ V. - ^ -^^ ' « i \v ' ^ i*- ^ V ta 

V ^ V > ' V . o ^ ^ \> ^- \r < . \N. 

and 4 are amended and claisns l{)-d,5 ;ire carsceled, the statesneni of the Jtdectios? addressed as it 
applies u:; petidsrsg ciaitns 1,4. 5. >. lo. fs, and 2i-25. 

1 Pe ib-sir allorn..st!^e t^rsm; r. references u^eiberbauni et ai.. XR-sano ci al.. &<igc' ct ah. aruj 
Olivenns-s ei ah) describe protocols based on knowo and connnoniy applied procedijres for 
cao}-o^: out ovaia^e ^unsul<a!<m sOS* and asH5^k\! iCfKHUied^c ;ccheit.uxs u-\T^b ia nnal 
physiolisgic vnessstrtsal cycles. Felberbaurn ct af., Albaao et ;d,, Etsge; et a1., and Olivenrtes et al. 
each ,ev' -.v . ^^--^ v ^ . oxa <- r.ua.o^ ( >S ) .v^v. e >> \ .b A\!C ss 
adndtn'stered sttating ors day 2 of the treatnierst cycle for ovarsan stitnalad-csn. and an LhlRIf 
acagona-^i adn^'nisu-red .-.i.srois^j o.n Ja\ i i<r 5 o! tbc c_^clo to prevent prerniare oxiibuivn. 



HCXj i.-i udnii;!i\tcrcJ when a M^Hkieni isuniher of ^olli-.ics ol Miffscicnt dsani^.'icr \^ as observed, 

Tlit- ckcd piisnaiv rcierc'icc.'^ do iust vk^cribc >suggCM a isiethoJ sor ihcn'pcuiic 
maaagessesst of inferLiiity as)d increasissg ihe qaaiily of fertilized ooeytes siid embryos by 

cycle co!^!|>nsi!'it; ^.\XS b\ Ji'd-scajy ihi \iait os tsc^'^nCn s^y aJ^ii!!>j^te5ini; a LMIIH ;isu:igi.'rii-^! 
~ e e * ^ sO X ^ " ^ >> e ' ' \ .V ^ ^ < <v , >e> \ ! . < > > . Ov. , ^ ' .s „ 

, ^ - " . ^ \v - ' - 0* V. V.V e . v\ " ' 

.■o!jUs3doo >'\;a-K!!! h)pjr\5!i;iiikidvt;! !C<''5ir). and aiki.'t'^ that al ?bc tu^.K- the ir-\enoi=5? v .i^ made 
na\^^ K\.!> v^b\k\;s k\ ok ouisikry ^kul sis ihe aa a>d'% Oi.ahod k\< COo s^ixt 
ART -it•^v-u^xJ ^} Fclhv.-Him! jl. Vbuiu^ ct al, Ls^^.i aJ . oi Ols^.unc^ er is., "by 
provming advasKed dming vsa aOirdnistration of a carnposidori lo allovv- mr ia-iproved schedusiag 
> > i\ ,0 0 >. a . > ^ ^ . >0x . i„ 

The examdser describes Garfield et al, as leachiag tbal. a progeste;x>ne-ordy or a combined 
e ^ ^ o OS i ^ 0' . . ' Os. »si < . 0 - . ' ' > > La 

syothesis of LMRH and prevents the LH sisrge s-eqaired for mulm&n {for example, .^e*;' coi. 2, 
iiaes " " ^ v O ^ ' s < . ; < ^ s ^ > 

The examiner cites Ball ct al for its teaching ih&t adminisiering ihree daily doses of the 
. i.xj , . \ \ . 1 >. ■■ ! , <e n •-v V ' V V sjOv !00^ 

V ' 's a . ' . > . > s ' \ n; . 

bleeding widbii 24-48 hours after the final day of LKRH aniagonist administradon isi als 
siibjecis. 5er' page 9V7, boiion^ of kfl colisiTin. The exaniiaer observes thai, ihe liiRH 
antagonist was adminisiei'ed widi a dosage of 150 fsg/^g> sad alleges that it woald have been 
obvioas to vary or optimize the amotuit of LHRH aiitagooist adodnistered di^ritig the Itueal phase 
as ihe deieniti nation of opiimuro or workabie s-anges is routitse experitnentatsotr. The examiner 



Jic;^-cs ui.u sf U bavo l\e!^ uv uK^isod-^ of tlie rnmary ret'erence'; with 

dial Zk^kIc;- el ai,, "o^ a ^ikHijoJ ^^f psogjansis^ii.y the linsing ot K^.ART ns x^lrd) an 

;dir>i5j5-sc'!UL- Lu'PJI .ua'agx^-^i dur-iSi: s.hc r^^lhci^lar phase, issxs the?; i>> sonbc- nov1=.s\ sa^d 
method to administer an L-BRI:I aiviagosist during the preceding cycle to iadoce the timed onset 

■s lis V. S \^ V V. ^ ^ \! \ i. \v 

' ' 'M^'^Ha'- .5.0 -s-s ■\ ea > r, a -aSu J ..vsoa a a Has a 5* n^a^ iw 
aiNa^\\-^e udnrnMaioi.' .a- IJIRH ania|,ri;;\i spca'ijcd 's? aL^'m I o'^. aaif^Tiik, tOvereUx, 

^!jk\ vlw'^a „.a J5^v'o-sa>l sa t'>c 5'r>>ar -civia'^N >^ x\'a i . .a vM d c offjaial acnon 

' .s s > > . s V ^ w , .\iias ' a a\.. fa ,^ n. s ' \^ . > .aa 

skill 'm the art would ( U provide some siiggeslion or modvation 10 modify or combine 

made or ^^sed sisccesslidly. ,/« re VaecL 947 F.2d 4SS, 20 lJSPQ2d i438 (Fed. Cir. 

In deiermirnng jf there i<; obviousness in the first instance, '1i is rsecessary 10 
aseertalB whsther or f50! the reference leaehings wouki appear to he sufficient for one of 
ordiruiry skiil in the reievafU an having the reference before him to make ihe proposed 
siibsdtadon, combrnaiion, or other nrodification," In n? IJuter, 458 R2d i,0i3, 1016, 

^ > 0 ^ "~ X . : \ oj- N <a * , X as.. sK\ ^ aa^ - , x: 

or nxiOKyut^ tht L.aahHii:.-- tiv p'-r aft to pr!.>i,kve tiie abjiOicd tstvanovas where dic^' 
is ^ ^ y s a^ ^ ) y < ! y ' a , ,v ' a iv* 

5 Sv V. ' I X V a V. ' ' V < S} , ^ - 

re Firse, 837 F.2d 1071, 5 llSPQ2d 15% (fei Cir. I9S8); In re Jones, 958 F,2d 347, 2i 

lite prior art cast be inodified or coo^blned to s'ejcct clain« as prima facie obvioos 
as iong as usere ss a reasonabb expectation ot success. re Merck & Co., Inc., MK) 



F,2d IC)9L 23s liSPQ 375 (Fed. C^sr, 1986), Obvsoissness does not rcqiure ahsomte 
predictabiiky. however, ai least sonie degree of predictability is required, re 

\ - " ^ ^ . ^ . . . 

make die claimed combination and the reasoj^abie expeclatiosi of sisccess niust boih he 
' -I J ^ s c \ < e ^ ' " < 

JisoSo-uro a bUiiT!"'^i so? picoait: s^v'-'dKr tlic pn >i' art u> dOk<a pakvsiih'litj-dio 
essence vi" hirhJsighK" Set EcoK;ohciri. Inc. v. Souih erri CaHtVirru;; Hdison (.'o .. 227 
F;3d I36K 1371-72; 56 U.S.,RQ.2d 1065 (C.A,Fed. - CaL, 2000}, 

I ho appho-iah fos|\\ua!]> >.rinai tbai d^e OAViHncr has t-^tahl hiitJ a p<m:u /saa 

au in ^^ di a succosiivas os au :i\a5i<-^a jo ai-jdil} a rsor'oal iSKibud fos CO?i and AKl .-aosi as 
o. rsvH>vvi aosou^ d ^o]^Kd\a<n ot aL, ,V^>aiso tt a) , EapJ ei al, ^*h\eaat.;- ci aL, by 

' ' , > s ^ ^ ^ > ' ' ^ ^ ^ < S X 0' ^ 

V ^ I > V) ^ 0 '\ J <^ I li< " I- ^1 ac s IV <vvi J 1 0 

0 <o^o^i ■^oo i ,uO ; ^ .-0^ 0 it . !.a'a 0 .\c.v. c^-- '"^ s <"^'>^ a3aw oa 
the start of aienses, in acaosxi with the ciakiiod itsvei^tiota Fitrthermcae, otie of OKOnary skill in 
Ui a!i a !i!0 i'aa Ua. ai\cauoa raad<- '•>.oiad i^oi sci-oaiaM} Od^j t\pt\nt\1 daa a a.edioa f<'i 

V N S<> ^ V . ^ N . r<.' • s i U 0. so 

w < ^ .0 0 . ! K . .0 ' 0 > s \ . \ « V \ 

jaanses as described by Mall et al. would operate saccesstsdly, due la deleierioas or dismpisve 
>.ftooS- o" ;,va\kaa.-~p'a depp\ai50" , .saso I b\ die i" iiKSl aaa!gi>ni\i >a! du^ ph^ SiO.utpoal and 
bsocbeadcas processes reqaired %r oocyie development, as discussed below. 

An vh-.a-^soa ahoxo the a^ur o;iour) roko-ascoN. I tSbcbaua* o; ah, -\i^)asa' et ah, Hri-ad 
■a a'. . and CMnoaaos al„ Jcsjnao pf-^a-aols Km iX)h .aai \F.T ceaipdsiny. .sOaisravscri:!;' H\ld? 

S O V. 0 S . ^v V OS 1 S , ' I, „ V " .^X' 

V ■'^'-s = ' ' aa . 0-^ s \ c^U. v.. ,1 e^o >, oo ok ^ ,vO> i!.. ■ ^.o s 



H(X>- ro induce ovisUiiiosi, 


recover! ii g oocytes 


and applying ART. ^onc of the pninary 




performing She c' 


laiiYsed method of COS and ART comprLsmg 




ireaimeni cycle by h 


adaci«g the stan of osenses by administering a 




hitcui pha>ic i-.i'sht' nii 


, . c .0 < ^ ca 'tie ^ c\^ e 


Ziegbr et aK describe a method lor "tiniis^; 


^ v-s C'\'v\ '^C tCv )1v\Cn " vlU i> e 




erlLhziirion.! in die 


natural cycle" ihat comprises .admiiusieriftg 


c^{'au\^i MjU'ij. alx\u " u^us Ivi U:> op^ci of 


rnc'ivs aJid CvMruniting soraboia > ctayv, ur^i! 




he onset of ojenscs. i 


lefiDed as functionas day ^H>.J 0; starting daily 






continued for ab(>ul 1 1 days, on avenige, (d' 


HMij treutrnt'Tit; isnd ihen ad 


minbtering I ICX5 to ; 


ind!.icc ov'dadon. The method of /liegierct ai. 


s V. . \ ^ iC ^ . V 


>n of FSli but does 


noi affect th,e tindrsg of She onset osf men^troal 




as heing regiUaied by progesienme (see page 562, right column). 




he Uitjr n»eU;tKi one That penr-us 'i'' .uh .itsvCO unang of Uv otus!.? 


of conirolled ovariasi hyp* 


.■r-^tin.uKuior iCOd 


5 ireatmcms "when gon;:.doirophsn~rek>asing 


fsorfnone (Gf^RH) agonssts ar 


t mi used," and as h: 


iving pracdcal apphcatioos for timing ART "'in 


the namml cycle, ■ Ss's- page 


5 5 L left CO km? n, T 


hus. Zie^ler et al. cxpressiv leaches awav Iron^ 




kKk aoasn;-NU''ii';.: an LIlkH unueionj^i during 


lM.Ma;^ykL.I>ka^ie.M.,??A;l>l>' 


■cs>i Drcn;au!re ovusa 


tk>n as to obtain niethcd dsai o;n;orises 




' e 


recedinsj cycle io induce ihe timed os^se? of 



The examiner alleges lhai ii would have been obvious to combine ihs. methods of the 
'0^ e ^ ^ s a h< a. < ^ - tkv ^^ 

grogufrnnsag ;he Unung ig ^\>S ARI sn x\iiiei-i un I.HRIi aiiSao^n*? i\ avh>!5nistefeJ danng Use 
preceding cycie to .induce l]?e timed onset of ■Benslraai bleeding prior to the start of COS/ART 
procedures, "vvidj die expcfiaiion o^f prosviding Ci>ntr(d of menstriud pi'sases to provide advanced 
dijiing'' lor ART uc:; page 13 of the ot>lc5al acdon). However, conirary lo the examiner's 
aicgaiu>i„ .a" - .r.i^nji} v.Md ^a die at ai die ucv dsr ir\enOon v-i?, maoV \\uuld rsoi 
rca^i'n.iMv ^ro>. ecgCvicd tb;-i i'Kniv.'d t-,>r !^X>^ an^^ \R F t!:a! is axx'Sifu^t b\ o.^iridaisk'J^ag 
LilRH antagonist dnring ihe iuieal phase of the n^ensiroal cycle pi-eceding die treaimeni cycie in 
r^der tv !n^his e ihe -ua-t ot ascn^cs >\oi ■ ptrase succt^^iali} for carrying out contrr*Hod o\ jiian 



hitOfjK-v, anJ fhe s\.-'t !r:t'is<-- .\\5i<? h;i\e .IckkTiiius cUt-s^ts .^t^ >>v);o srei 'Ms and the 
'o^isoiv i'U\.';\S!ri>s of cols'- BrJes ^o^UcjUos^osk.sis *"i;>-K'is'ieic f"^~n!KiU>is -liiJ caJisi^scDiiint 
dnvU<fn>cns. aurj-ic 'h.-- f-'^rsoo-uu . xo^-- i HRII u.itaj' M$s'..l^ \%v'iv < ■■.-n^klviwi u> h:ix.-~ p-^ropuail) 

> J r ^ '^^ V vO, ' > ^ ... . a,v' 0 ,h> ..V. . i 

ihc LHRH jvVcpK>; .v'A' . ^-'Y iii>. ,i-^«^-:iv-s .v, yern.in.k-/, .'^O'JO. Ha -sun Rcpr^vkK-uon k*>vM; ill 1 - 

s'u^;^.cu -,i'ru..n.s; xcsic'e hvakii^v aiid fbe ccH S(j;--s.iiin5j pasbuax ^k'sxsn^ liK OvVMo ^nio 

al, tVp>-!Ui fivr kit cx^k k>ikH\i--ii, uxlucnon >>r k'fc<^l>^i^ I'n I HRH autaj^^xrvb.: <^sas 
k-^'V^Ek.'iiCsl k\ J'->.^' c Jay, tasd -kiicJ thai IusOxt siuth is 'si-edeJ so Jcicf^issi^o ii llk^ !.^incs* i'^c 
:ko iff^k wrak^ois. J ai'n<\LHn>pk! Jvuainijs auer aJrskskM'ahon ihc aiiUi^'^'iH^ mJ f>f?v!^k 

mvi sUvVc^>»kk dcasois^t!\jiu'n tke etiicaa} vi il^-- ckusoed soxcnJu^i! b> tko psvscns 

aUevTiVi-hv pri >„-rair"!5i\l k\ .Jk"! ra-kruK a -J-^sage o! an LURh' anLn^^n^si .Jurir.„' UK ksieal 
phase of the precedk"§g cycle ihat kiduces the siast of menses. Rather ikaii having a deseterioits 
afiVu up.>n ksa aa\v!Opi?HT >^!\'Uc anJ -^uppArtixo nsn'5>.-. She i-kan-=!.'J s^iOin-vl pr.ivkk-s kc 
saovev-;'!U f:>>::5\aan5srg 5. ■ T pr. ... OviasvN Vitk iho \'a-p---!^!ng aJxaasaga Shal k^Uicuiar 

.sjo^kas ,Ns,-c puxiucvk K\ \RT a- Jes^.s:--t.d kj k:K fk-aUraik^r ei Pjciknukka -'^'''-'!n?csi thai 
\xas .NuNiiuseJ \xuk Usi. prex'ai'-; a-^pv>a\e 

ki vc^\ oi k)a ,\^!Ci.^!!!sa, xv khdrav\ ai (he rejs.au.;p ol ek;a?u- k 4, 5. U\ anu 



or Eiigei Ci al, or Ohvemies el aL, in consbinadori with Ziegbr ei al (1998), and liisther in 
combhiaiion wiih Garfield al. or HaH et aL, is respeciiul! y requested. 

in view of (i) FeiberbaiuTs et •1997) or Albano ai, (U)96) or Ersgc! id. (1997) or Oflvennes 
\M5h uamoid -$ d -T HUi ti as. O^-^^n^ appbe>^ s'o okanis s 4« f S i. 5^ and 

ll^t' 'cacliuj|>. of Fo]ht<rl-n;us5! ei .si.. Albano tn li:5Jj.<e' el al, OHu^raat": ei al, Zifgler ei 
•&]., Gartierd ei ah, and Hull ei al., as applied by .the examiner io clmmn 1, 4, 5. ?, .16, 1 8, a?id 21- 

0' ^ ^ N V s ^ ' . ^ a 5^ a 0 < ' i \ 

Rabasseda h described by the examiner as reaching that LHR.B antagonisLs such as 
cetroreiix, ganirelix, and abarels.x were known to be osefnl for treating female infertility. 

\s I jK^vo -'k^ s-rOio-if^ skdl n> ih',- L>a .a ihe !io>c iiso sn^ - ntiv>a U4\ snade 

Wi,a.dd no5 have l>eeri rrsoiiviaed it; f Ornbine the meihod.s of tiie prirrsary references widi that of 
0 V ^ I >v ot > > Ha, Cv V o^ .o ooM . Pj)^. .a the 
.\ \. 5 \!< ~ V, r l a}ra;^><'^-\ ^ .v, ^-i/'-k-vJ Jan/t; i-^,. os^'-aca^^ .\oie lo 

induce the timed onset of .iiserislrual bleeding prior to the start of COS/ART pn^cedisrss, md 
would reasonabiy have ex|jected that such a method would be associated with deleterious effects' 
^ ^ ^ . * V ( s'" s' . s ^ The 

■eaobin.Js je;;iiaa^:r; aiy Rabasscda rcaa ;dine the Jiscl'^scd Lf jRjl antagoniMs d<^ ni?? s'cniedy 
a . _ ^ . ^'Kt 1 . ^e ^ ^. N < . ^ 

V s ^ss " ^ _^ l: . ^> a Ov ^ V. . ' ' o * 

17, 19, in.i „>i a. -de 1' S^" ,;h\>ia- as l^avsji:,' Ivl . vh\a>u>~ ia -n" 5-eibe!b>a!!i! e? al. or 
Aibano et ai. or Eagel ei ah or 01ive?mea et ah, in combination witl-! Ziegler et al, takers with 
Ciar,k1d i't J. or l;ab et ai,. and tnrtijes -a ^ie> IVgbonj:! o' Rihahsedj. i^ rcspccifidl} 
reqaesied. 

s ;^ 



C. CUsii^i i '.5 ;irt' axMo-t i-udcs" 35 F.-Sl t U!\a> as bcs'-^g lirpaTensaE-sse in view rts 
v'onsKiCTCJ si's c^^-vl-srauoi"! ^ sUi u "i /k\<:1v.t *.J uI, ( aid Utrihoi in on^bifniUs^n viih <ni5 

and the siiiteniers? or reiecison i^; niooi. 

ai,. is5 I'f /!k--,4er ct as , Hail a§ , Dephfui'i, Rahas.-^eJu, unJ Kens'. a.N ;ifpiK\l ubuvc. A-, 
.liittis h;j-'t5 are o.ai-„elfiJ. iht' ■siaSe;5seni of 5hc rcjecDon s« adJrcs^cd ii :tpphcs ts^ ncnJjng 
cbims L4-9, and i&-25. 

o,pf iU!- ■'iii^u^iU thai a! ihiL- isuio fho 5!!\L'!Vu-n \va- IslCvL ^>i;e i>t >>'d>;Mf} \k:'^ jhc 
an xvf-u'd noi. ha^e bc:r- m---!;vatoJ So s..-^!nbinv. UK- sneUkxt ;<f ohviTSH s-b oi I .S Pateni Ko 
6,319.192 wiiii thai of Zsegler ei al, in view of Garfield ci. a!.. Hall et ai, Deghengi, Rafcasseda, 
;aid K.\n, ^'>a!'^ s'^x'uvx.* oi f^^g' Jr, asn^^ !-io 'Jivur >t;~ \IJT vvns-.h a LIIR*-! 
aan^;os);,si K aJiaivs aereU Jurini; the preci'dini; e>ck- inau^-e tbc t£'-5ied -hi\c!. oI n-ions\ruai 
Met'diii^^ s'Hof io she -.Sars os CVjS/ART p>-oct.'Js'rc:s. v,Uh a reaNOnansc i specials- is oS i^ueccs^. 

O ^ 0 ; ' vv. ! O V . ^ ^ ^ . ' ^ * 

f;ie rr'!i.\; ->n-.>a rsvn.siiuH hkwhnt; prH-<r i-) th^ -.fan ot COdARf pvce>,iiirc\, arU 
svavmahl} haxc e\pvi.'ieii Mich a sSi.p to ^aiUNe ^3i,ie!t'^■^u^ e^-'c^-ls ihat vaviul rscvcni .sac.c>sHd 
opei-ahois of the CX)S/ART procedures, as d;scu:ssed above, Accos-dsngiy, withdrawal of the 
reieeuon oi cLanus i,4-9 jisd P'i-.?5 nsKkr ^ho judivsah> osxaaed ihvtilsj!. of !.>bvioi5Si<e^^-t>ps 
^ < . . ^ - X ^ ,\ 0 < . . ' - - ' \ -"^ \"< \ i ^ ^ : ^ - X e 
uL, \K".\ of £ii-Ldc> €t ;d., HuO eS ah. DeghongK Rahav^cJa, urd Keni, as .ipplsed .ihovc. ss 
s'sspecvlid iy reqiiosred. 



jO. irONCLUSION 



or), c 0.) - V.5 c^^HlsiHsn ^)r anvi o N-nci' thai ctVc' is c.aTti.--!l> vobcUsvi If the 

^ , >C> ^ 0 . V N ^ 0 V S ' \ ^ OS ' ^ 0 V> >. > V . W ' 

DC sow. 
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